CLAIMS
1. A compound of Formula Ic:

Me OMe Me Me

(Ic)

or a pharmaceutically acceptable salttautomer sterecisomer, or oxepane isomer

thereof, wherein:
R32is —H, =0, -OR, -Ns, or —O-C(=2)-R3%?2
R?8is —H, (G-Cs)alkyl, or —C(=2)-R?82
R*is —H or —C(=2)-R4%2
wherein when R and RP are H, then R is not =O;
wherein the compound has one, two, or three ofdh@wing features: a) R is
—0-C(=2)-R??2 b) R®is—C(=2)-R?2 ¢) RV is—C(=2)-R*%2
each 2 is independently O or S;
R282 R822 and R%are independently 2AL-A%-B; —A-A2-B; —L>-A%-L-A%-L3-B;
-O-{Ci-Cojatkyh-or—0-G-C : ' 10)arykis uRsubstituted-or

§ R’ ] R? (0]
gf@iw{% RN " Nﬂ)&
': %'C&N 5
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R’ RS o R’

3N N ™ SN N
II?;\CZ\I : N éfél RS

R
N/\/\| N N N" N
o, EY ,
0 0 o)

NG Gy s o |
A 5
(TN\/\RG %q R o b N)\\N

‘{N\/\Rs ’ , %)LM/N\)

fng(R?’)z}pQ[C(R3)2}pC(O)%’ ?{ng(RS)z];Q—[C(Rs)ztg;% ?EN‘[C(RS)z]—X @-g
’ R? p

Hpefemieort| H(hemp | H(o
mEpEen G | G ity N

N
Y
RS R®

R’ R’ o

ENTPEON . *
Rz/\[\N)\NAs 23 \NJN\N & "Q)L;
K/NWK\N O\ ‘?'z/

h RS .
° Rﬁjﬁ’ % ,

R® 0

and

wherein the bond on the left side of, As drawn, is bound to —C(3Zor L% and
wherein the bond on the right side of themoiety, as drawn, is bound to B of; L

each Q is independently 1 to 3 rings selected foytene, cycloalkylene, heteroarylene,
and heterocyclylene;

each X is independently absent or 1 to 2 ringscésdiefrom arylene, cycloalkylene,
heteroarylene, and heterocyclylene;

each X is independently a heteroarylene or heterocycéytamg;

each W is independently absent or 1 to 2 ringsctedefrom arylene, cycloalkylene,
heteroarylene, and heterocyclylene;

each W is independently a heteroarylene or heterocycéylimg;
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each G is independently absent or a ring selected &rylene, cycloalkylene,
heteroarylene, and heterocyclylene;
each G and G are independently heteroarylene or heterocyclytamg

each Ll is independently selected from

w{ VO?V 0 %HV O/>q\/O\Y/\g){,

R3 R®
%Néﬁoﬁqw O\Y/\[O(NVO%OVO\YT %ﬂ O?QVO\YY |
oo soveteng o

A LA e o Sl £

, and

R3
N
r{N/\Y/O\/GO/\a/ b
R3 q .

L? and L2 are independently absent or are independentlgteeldérom

R3
Né/\oﬁq\/o‘y/\gﬁk %Hé/\o/)q\/O\Y/\ﬂk
ro o |

%Néﬁo/)q\/O\Y/\KNMOhO\YT ﬁé/\oﬁqvow“g}f
;(H/\Y,O\/fo/\% By O Vfo A% “’iry:\v/ov\éo“ﬁ

%*m (oo YA ool okl

,and O
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each B is independently selected from

each B is independently selected froft NR3-(C(R%)2)n-, 5~ NR3-(C(R®)2)n-(Ce-
Cioarylene-(C(R)2)n-, 3~ NR3-(C(R®)2)n-heteroarylene-}~ NR(C(R®)2)n-heteroarylene-
(C(R%2)n-, *~ (Cs-Cao)arylene-,*~ NR-(C(R®)2)n-NR3*C(0)-, *~ NR-(C(R®)2)n-heteroarylene-

heterocyclylene-(&Cig)arylene-,*~ heteroarylene-heterocyclylene-(Go)arylene-,

N SV
‘.? 9
-;C—(C(R3)2)p- -5-C—(C(R3)2)p-heteroarylene- (C(R%)2)p— (C(R¥2)p—
ﬁN KO\
N N O CR)
(C(RS)Z)p_’ (C(R¥)p)p— ’

N p
“(Ce-Cro)arylene- |

@)

A}J\Q .

N ~N
CRY)p 3/ Cf/
o , & N

N N—heteroarylene——
__/ heterocyclylene —arylene—

£y

SN
| o

N" “(CRa)2n™, = NR3-(C(R3)2)n-S(Op—arylene-C(O)—, and~ NRC(R®)2)n-
S(Ox—arylene-(C(R)2)n —, wherein the?~ bond on the left side of'Bas drawn, is bound to?A
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L3, or LY, and wherein the heteroarylene, heterocyclylene,aylene are each independently
optionally substituted with alkyl, hydroxyalkyl, lealkyl, alkoxy, halogen, or hydroxyl;

each Ris independently H or (Cs)alkyl;

each R is independently H, (&Cs)alkyl, halogen, 5-12 membered heteroaryl, 5-12
membered heterocyclyl, §&Cio)aryl, wherein the heteroaryl, heterocyclyl, ang are
optionally substituted with -N, -ORE, halogen, (&Cs)alkyl, -(C1-Cs)alkylene-heteroaryl, -
(C1-Ce)alkylene-CN, -C(O)NRheteroaryl, or -C(O)NRheterocyclyl;

each Ris independently H, (£C¢)alkyl, -C(O)OR, or —-N(F)2, wherein the alkyl of
(C1-Ce)alkyl is optionally substituted with —N@R or -OF;

each R is independently H, (£Cs)alkyl, -C(O)OR, or —-N(F)2, wherein the alkyl of
(C1-Ce)alkyl is optionally substituted with —N@R or -OF;

each Ris independently H, (£Cg)alkyl, -C(O)OR, or —-N(F)2, wherein the alkyl of
(C1-Ce)alkyl is optionally substituted with —N@R or -OF,

each R is independently H, (£Cs)alkyl, -C(O)OR, or —-N(F)2, wherein the alkyl of
(C1-Ce)alkyl is optionally substituted with —N@R or -OF,

each Y is independently C¥Ror a bond;

each n is independently an integer from one to 12;

each o is independently an integer from zero to 30;

each p is independently an integer from zero to 12;

each q is independently an integer from zero tcaBd,

each r is independently an integer from one:fo 6

wherein arylene refers to an polyunsaturated, atiepteydrocarbon substituent

comprising 1-3 rings; cycloalkylene comprises 3 8ocarbons; heteroarylene refers to an

arylene group that contains at least one heteroagected from N, O, and S; and

heterocyclylene refers to a monocyclic or polyay8ito 24-membered ring containing carbon

and at least one heteroatom selected from O, BndNS; alkyl comprises 1 to 24 carbons;

hydroxyalkyl comprises 1 to 24 carbons; haloallomprises 1 to 24 carbons; and alkoxy refers

to comprises 1 to 24 carbons.

2. The compound of claim 1, or a pharmaceuticaltyeatable salr, tautomer
stereoisomer, or oxepane isortieereof, wherein Ris =O.
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3. The compound of claim 1, or a pharmaceuticaltyeatable sal+, tautomer

stereoisomer, or oxepane isorttieereof, wherein R is -OF.

4. The compound of any one of claims 1-3, or aplaaeutically acceptable sait,

tautomer stereocisomer, or oxepane isorttegreof, wherein the compound is represented dy th

structure of Formula (I-40Db):

Me OMe Me Me

(1-40Db)
wherein RCis —C(=2)-R*%2
5. The compound of claim 4, or a pharmaceuticaltyeatable salr, tautomer

stereoisomer, or oxepane isortieereof, wherein Zis O.

6. The compound of claim 4, or a pharmaceuticaibyeptable salb+, tautomey

stereoisomer, or oxepane isortieereof, wherein Zis S.

7. The compound of any one of claims 4-6, or aplaaeutically acceptable sait,

tautomer stereoisomer, or oxepane isortiegreof, wherein 2is —Al-L1-A2-B, wherein A and

AZ? are absent.

8. The compound of any one of claims 4-6, or aplaaeutically acceptable sait,

tautomer stereocisomer, or oxepane isorttegreof, wherein #2is —Al-L1-A2-B, wherein &K is

absent.

9. The compound of any one of claims 4-6, or aplaaeutically acceptable sait,

tautomer stereoisomer, or oxepane isorttegreof, wherein 2is —Al-L1-A2-B, wherein A is

absent.
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10.  The compound of any one of claims 4-6, or arphaeutically acceptable sait,

tautomer stereoisomer, or oxepane isortiegreof, wherein 2is —Al-L1-A2-B.

11.  The compound of any one of claims 4-6, or arphaeutically acceptable sait,

tautomer stereoisomer, or oxepane isorttezreof, wherein 2is —Al-A2-B.

12. The compound of any one of claims 4-6, or amphaeutically acceptable sait,
tautomer stereoisomer, or oxepane isortieereof, wherein 2is —2-A1-L1-A2-L3-B, wherein

L2 and A are absent.

13.  The compound of any one of claims 4-6, or arphaeutically acceptable sait,

tautomer stereoisomer, or oxepane isortlereof, wherein 2is —2-A1-L1-A2-L 3-B, wherein

L2 is absent.

14. The compound of any one of claims 4-6, or amphaeutically acceptable sait,

tautomer stereoisomer, or oxepane isortlereof, wherein 2is —2-A1-L1-A2-L 3-B, wherein

L3 is absent.

15.  The compound of any one of claithé.-orapharmaceutically-acceptablesalt or
- ~whereirRis—0~(G-Cojalkyl-or—O-(G-Cuojaryk- wherein-the-ary-of—O-
(Ce-Cro)aryl : : it '
halogen.

16— TFhecompeound-ofany-one-ofclaiin8, or a pharmaceutically acceptable-salt
tautomer sterecisomer, or oxepane isorttereof, wherein the compound is represented dy th

structure of Formula (I-28b):
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Me OMe Me Me

(1-28b)
wherein R8is —C(=2)-R?8
1716 The compound of claimé,150r a pharmaceutically acceptable saltautomer

stereoisomer, or oxepane isortieereof, wherein Zis O.

1817 The compound of claimél15 or a pharmaceutically acceptable saltautomer

stereocisomer, or oxepane isortieereof, wherein Zis S.

1918 The compound of any one of claif®-1815-17 or a pharmaceutically acceptable
salter, tautomey stereoisomer, or oxepane isorttegreof, wherein RB2is —Al-L1-A2-B, wherein

Al and & are absent.

2019 The compound of any one of claifks-1815-17 or a pharmaceutically acceptable

salter, tautomey stereoisomer, or oxepane isorttegreof, wherein RB2is —Al-L1-A2-B, wherein

AZ?is absent.
232Q The compound of any one of claig®-1815-17 or a pharmaceutically acceptable

salter, tautomey stereoisomer, or oxepane isorttegreof, wherein B2is —Al-L1-A2-B, wherein

Alis absent.
2221 The compound of any one of claif®-1815-17 or a pharmaceutically acceptable

salter, tautomey stereoisomer, or oxepane isortteereof, wherein B2is —Al-L1-A2-B.

2322, The compound of any one of claifk8-1815-17 or a pharmaceutically acceptable

salter, tautomey stereoisomer, or oxepane isorttegreof, wherein B2is —Al-A2-B.

435



2423 The compound of any one of claigk®-1815-17 or a pharmaceutically acceptable

salter, tautomey stereoisomer, or oxepane isortteereof, wherein Bais —[2-A1-L1-A2-[ 3-B,

wherein 12 and A are absent.
2524 The compound of any one of claif®-1815-17 or a pharmaceutically acceptable

salter, tautomey stereoisomer, or oxepane isortteereof, wherein Bais —[2-A1-L1-A2-[ 3-B,

wherein 2 is absent.
2625 The compound of any one of claifk8-1815-17 or a pharmaceutically acceptable
salter, tautomey stereoisomer, or oxepane isorttegreof, wherein B2is —2-A1-L1-A2- 3-B,

wherein L3 is absent.

2826 The compound of claim 1, or a pharmaceuticallyeptable salbr, tautomer
stereoisomer, or oxepane isortteereof, wherein the compound is represented égtifucture
of Formula (I-32b):

Me OMe Me Me

(1-32b)
wherein R?is —O-C(=2)-R3%2
2927. The compound of claid826 or a pharmaceutically acceptable -saltautomey

stereoisomer, or oxepane isortieereof, wherein Zis O.
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3628 The compound of clai2826 or a pharmaceutically acceptable saltautomer

stereoisomer, or oxepane isortieereof, wherein ¥is S.

3129 The compound of any one of clai@8-28-36, or a pharmaceutically acceptable

salter, tautomey stereoisomer, or oxepane isorttegreof, wherein #2is —Al-L1-A2-B, wherein

Al and & are absent.
3230 The compound of any one of clai@8-28-30, or a pharmaceutically acceptable

salter, tautomey stereocisomer, or oxepane isorttegreof, wherein ®2is —Al-L1-A2-B, wherein

AZis absent.
3331 The compound of any one of clai@8-28-30, or a pharmaceutically acceptable

salter, tautomer stereocisomer, or oxepane isortfeereof, wherein #2is —Al-L1-A2-B, wherein

Alis absent.
3432 The compound of any one of clai@8-28-30, or a pharmaceutically acceptable

salter, tautomey stereoisomer, or oxepane isortteereof, wherein R2is —Al-L1-A2-B.

3533 The compound of any one of clai@8-28-30, or a pharmaceutically acceptable

salter, tautomey stereocisomer, or oxepane isortteereof, wherein #2is —Al-A2-B.

3634 The compound of any one of clai@8-28-36, or a pharmaceutically acceptable

salter, tautomey stereoisomer, or oxepane isorttegreof, wherein #2is —[2-A1-L1-A2-| 3-B,

wherein 12 and A are absent.
3735 The compound of any one of clai@8-28-36, or a pharmaceutically acceptable

salter, tautomey sterecisomer, or oxepane isorttegreof, wherein #2is —2-A1-L1-A2- 3-B,

wherein 12 is absent.
3836 The compound of any one of clai@8-28-36, or a pharmaceutically acceptable

salter, tautomey stereoisomer, or oxepane isorttegreof, wherein #2is —2-A1-L1-A2- 3-B,

wherein L3 is absent.

Va
- ctoto - - vavimie C c C C -

O~(Cr-Cojalkyl-or—O~(G-Cag)aryk wherein-the arylof —O-(@C:c)aryHs unsubstituted-or

N aYaRVViida N ala Qla a¥a aYaa
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40837 The compound of any one of claims 1-10,22224-3521, 23-33nd36-3934-

38, or a pharmaceutically acceptable-saltautomey sterecisomer, or oxepane isorttegreof,

)

wherein L is ro.

ooy

r

4138 The compound of any one of claims 1-10,22224-3521, 23-33nd36-3934-

38, or a pharmaceutically acceptable-saltautomey sterecisomer, or oxepane isortteereof,

Ao Oy

wherein Lt is d o .
AN o Oy
Q .

4239 The compound of any one of claims 1-10,222-24-3521, 23-33nd36-3934-

38, or a pharmaceutically acceptable-saltautomey sterecisomer, or oxepane isorttegreof,

R R
%N éﬁoaq\/O\Y/ﬁ.( NMO%;\/O\Y/\[JZ |

4340 The compound of any one of claims 1-102B2-24-3521, 23-33and36-3934-

38, or a pharmaceutically acceptable-saltautomey sterecisomer, or oxepane isortteereof,

ol
wherein Lt is d o .
WO/)‘“VO\YY |

wherein L is
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4441 The compound of any one of claims 1-10,22224-3521, 23-33nd36-3934-

38, or a pharmaceutically acceptable-saltautomey sterecisomer, or oxepane isortteereof,

YY/O\/GO/\% |

wherein Lis O
YY/O\/*GO/\% |

4542 The compound of any one of claims 1-10,22224-3521, 23-33nd36-3934-

38, or a pharmaceutically acceptable-saltautomey sterecisomer, or oxepane isortteereof,

%\Y,O\/fo
wherein L is /\%
2 /O\/<\
Ot

4643 The compound of any one of claims 1-6,182-24-3017, 23-28nd36-4533-42

or a pharmaceutically acceptable salttautomer sterecisomer, or oxepane isorttegreof,

Ao POy

wherein 12 is a o .
%Héﬂoﬁqv O\Yﬁ(ﬁ?
Q -

4744 The compound of any one of claims 1-6,482-24-3017, 23-28nd36-4533-42

or a pharmaceutically acceptable salttautomey stereoisomer, or oxepane isorttegreof,
H
s
wherein 13 is d o .
%Hé/\ (0]
oﬁv Y
) /\(Q};

4845 The compound of any one of claims 1-7, 9,48219, 21,24, 28-15-18, 20, 23,
26-29,31,33,-3634 and39-4537-42 or a pharmaceutically acceptable -saltautomer

stereoisomer, or oxepane isortieereof, wherein Ais absent.
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4946 The compound of any one of claims 1-6, 8, 101BH-8, 26, 22-23,25-17, 19,
21-22, 24-2830, 32-34-35-33 and37-4535-42 or a pharmaceutically acceptable-salt

R7

A

?{N

Yj{)\ﬂk
5647 The compound of any one of claims 1-6, 8, 101BH-8, 26, 22-23,25-17, 19,
21-22, 24-2830, 32-34-35-33 and37-4535-42 or a pharmaceutically acceptable-salt

tautomer stereoisomer, or oxepane isortiegreof, wherein Ais

S0

tautomer stereoisomer, or oxepane isortiegreof, wherein Ais %

5148 The compound of any one of claims 1-6, 8, 101Bk-8,-20,22-23,25-17, 19,
21-22, 24-2830, 32-34-35-33 and37-4535-42 or a pharmaceutically acceptablesajt

tautomer stereocisomer, or oxepane isorttegreof, wherein Ais 3’5
5249 The compound of any one of claims 1-6, 8, 101B-8,-20,22-23,-25-17, 19,
21-22, 24-2830, 32-34-35-33 and37-4535-42 or a pharmaceutically acceptable-salt

R7

§NY RS

K/NT;;

tautomer stereoisomer, or oxepane isortiegreof, wherein Ais o)
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535Q The compound of any one of claims 1-6, 8, 101BH-8, 26, 22-23,25-17, 19,
21-22, 24-2830, 32-34-35-33 and37-4535-42 or a pharmaceutically acceptable-salt

R5
N
N._N
T
. . N =N
tautomer sterecisomer, or oxepane isortteereof, wherein Ais
5451 The compound of any one of claims 1-6, 8, 101B}-8,20,22-23,-25-17, 19,
21-22, 24-2830, 32-34-35-33 and37-4535-42 or a pharmaceutically acceptable-salt

R7
N N
e KA
tautomer sterecisomer, or oxepane isortteereof, wherein Ais K/Nﬁ .
5552 The compound of any one of claims 1-6, 8, 101B-8,20,22-23,-25-17, 19,
21-22, 24-2830, 32-34-35-33 and37-4535-42 or a pharmaceutically acceptable-salt
O

(T

X

tautomer stereoisomer, or oxepane isortiegreof, wherein Ais. RS
5653 The compound of any one of claims 1-6, 8, 101B-8,-20,22-23,-25-17, 19,
21-22, 24-2830, 32-34-35-33 and37-4535-42 or a pharmaceutically acceptable-salt

tautomer stereocisomer, or oxepane isorttereof, wherein Ais

(0]
LS
%Q o
RS

5

5754 The compound of any one of claims 1-8,25-27-3218, 26-3(and39-4537-42

or a pharmaceutically acceptable salttautomey stereoisomer, or oxepane isorttegreof,

wherein & is absent.
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5855 The compound of any one of claims 1-6:8-21-3017, 20-28nd33-4531-42

or a pharmaceutically acceptable salttautomey stereoisomer, or oxepane isorttegreof,

R7
FN JN\ <
3 5
R™ NAﬂ

e

5956 The compound of any one of claims 1-6:8-21-3017, 20-28nd33-4531-42

or a pharmaceutically acceptable salttautomey stereoisomer, or oxepane isorttegreof,

wherein A is—

(k\
S0

wherein & is -

6057 The compound of any one of claims 1-6,8-21-3017, 20-28nd33-4531-42

or a pharmaceutically acceptable galttautomer sterecisomer, or oxepane isorttegreof,

R Q S
RS )N\\ | RS )\\ |
(<\N N N" N

N
wherein & is %
6158 The compound of any one of claims 1-6:8-21-3017, 20-28nd33-4531-42

or a pharmaceutically acceptable salttautomer sterecisomer, or oxepane isorttegreof,

wherein A is
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6259 The compound of any one of claims 1-6:8-21-3017, 20-28nd33-4531-42

or a pharmaceutically acceptable salttautomey stereoisomer, or oxepane isorttegreof,

R5
FON*
N. _N
[T
wherein Ais.——

636Q The compound of any one of claims 1-6:8-21-3017, 20-28nd33-4531-42

or a pharmaceutically acceptable salttautomey stereoisomer, or oxepane isorttegreof,

R7

?{NY\N
R® \NJ\NA%S
wherein Kis——— K/N?S‘.
6461 The compound of any one of claims 1-6:8-21-3017, 20-28nd33-4531-42

or a pharmaceutically acceptable salttautomer sterecisomer, or oxepane isorttegreof,

(0] (@]

oy

ST ST
wherein A is. R ) RO

6562 The compound of any one of claims 1-6.8-21-3017, 20-28nd33-4531-42

or a pharmaceutically acceptable salttautomey stereoisomer, or oxepane isorttegreof,
o}
o
Oy
N P 0
RG

6663. The compound of any one of claims 1-62, mharmaceutically acceptable salt,

5

J

N

wherein & is ¥ RO

S—_Rr1
3 B\N_,\{
4
N R
l —

tautomer, stereoisomer, or oxepane isomer thendwitein Bis N N(R®)

443



64.  The compound of any one of claim$362, or a pharmaceutically acceptable

. _B1 O
ol

4 N-R3
/
N .

salt, tautomer, stereoisomer, or oxepane isomeedhevherein B is

65.  The compound of any one of claims 1-62a pharmaceutically acceptable salt
of, tautometthereof~wherein B-is

tautomer, stereoisomer, or oxepane isothereof, wherein Bis 5~ NRE-(C(R®)2)n-.

6966 The compound of any one of claim$362, or a pharmaceutically acceptable salt

£y

. . . . 3 -
oF, tautomey stereoisomer, or oxepane isortteereof, wherein Bis (C(RD2)p

0L
(C(R*))p—

#067. The compound of any one of claim$466 or a pharmaceutically acceptable salt

or, tautomer stereoisomer, or oxepane isorttereof, wherein Ris 5-12 membered heteroaryl,

optionally substituted with —-N, -ORE, halogen, (&Cs)alkyl, -(C1-Cs)alkylene-heteroaryl, -
(C1-Ce)alkylene-CN, or
-C(O)NRE-heteroaryl.
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#168 The compound of any one of claim§a15 and 37-67or a pharmaceutically

acceptable satir, tautometthereo

stereoisomer, or oxepane isortieereof, wherein compound has the following foranul

Me OMe Me Me
~ S

69. A compound selected from the group consisting of:

Me OMeMe Me

Example 1
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Me OMeMe Me

: Sea
OY N \/\0/\/0\/\0/\/0\/\0/\/0\/\0/\/0W N
. O o
OMe

Example 2

Me OMe Me Me

{ S8
OTN \/\o/\/o\/\o/\/o\/\o/\/oW N
. O [0}
OMe

Example 3

Me OMe Me Me

[¢]

Example 5

Me OMe Me Me

o} [o]

Example 6
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Me OMe Me Me

o

o

Example 8

Me OMe Me Me H

(o}

o

Example 10

Me OMe Me Me

OWe o_N o o o o N

T Me T A N e e S M o (i g \/W NN
. O o
OMe

Example 11
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o

[o}

Example 13

Me OMe Me Me

o o

Example 14

Me OMeMe Me

o [o} o
e

“Me

Example 15

o

o

Example 16
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o o

Example 17

Me OMe Me Me

o o

Example 18

Me OMe Me Me

o

(o]

/ \\~NH
Me OMeMe Me H o N
X o_N o o N o o o N \<p ~NH2
! o O e O O 0O Oy N

[e] o

“Me

Example 2
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Me OMe Me Me

YN\/\O/\/ O~ OO ~
o

.S
OMe

[e]

Example 23

N
Me OMeMe Me H HJQ\‘( e
2 o o, N AN
OYN\/\O/\/O\/\O/\/O\/\O/\/ o O _
~ . O o MeO
OMe
Me
OYN/
None
N
N_N
Me OMe Me Me H 2 \‘( \) N/ {
~ o N N
o o MeO

'f)Me

Example 25
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Me
N

FaC N/
IO e.
(N

N N
oR o o o o HJ/\/\‘N( N
N N O O O \/W X
o

O,

MeO

Example 26

Me OMe Me Me H ‘ \\(
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—4572. A compound having the formula
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73. A compound having the formula
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81 A pharmaceutical composition comprising a compgbohany one of claims 1-

#4380 or a pharmaceutically acceptable satitomer, sterecisomer, or oxepane isctmereof,

and at least one of a pharmaceutically acceptatteec, diluent, or excipient.

A

compoundof any one of claims Z48Q or a pharmaceutically acceptable -$a#treof, tautomer,

stereoisomer, or oxepane isomer thereof, for ugeating a disease or disorder selected from

the group consisting of cancer, immune-mediatedasis, and age related condition

++-83. A compound of any one of claims&B8(Q or a pharmaceutically
acceptable salt, tautomer, stereoisomer, or oxejganeer thereof, for use in method of
preventing a disease or disorder selected frongrbip consisting of cancer, immune-mediated

disease, and age related condition.
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A compoundof any one of claims Z48Q or a pharmaceutically acceptable salt

tautomer, stereoisomer, or oxepane isothereof for use in method of reducing the risk of a

disease or disorder selected from the group camgief cancer, immune-mediated disease, and

age related condition

79 85. Themethedcompound for usd any one of claimg6-7882-84 wherein

the disease is cancer or an immune-mediated disease

80— The method-ofclaim-7986. The compound forafsgaim 85, wherein the

cancer is selected from brain and neurovasculaoitsinhead and neck cancers, breast cancer,

lung cancer, mesothelioma, lymphoid cancer, stonsaaker, kidney cancer, renal carcinoma,

liver cancer, ovarian cancer, ovary endometridsijcular cancer, gastrointestinal cancer,

prostate cancer, glioblastoma, skin cancer, melanoguro cancers, spleen cancers, pancreatic

cancers, blood proliferative disorders, lymphoreakemia, endometrial cancer, cervical cancer,

vulva cancer, prostate cancer, penile cancer, baneers, muscle cancers, soft tissue cancers,

intestinal or rectal cancer, anal cancer, bladdrcer, bile duct cancer, ocular cancer,

gastrointestinal stromal tumors, and neuro-endedumors.

87. The compound for use of claim 85, wherein themmune-mediated disease is

selected from resistance by transplantation ofthkiainey, liver, medulla ossium, skin, cornea,

lung, pancreas, intestinum tenue, limb, muscleyesgrduodenum, small-bowel, or pancreatic-

islet-cell; graft-versus-host diseases brought abgumedulla ossium transplantation;

rheumatoid arthritis, systemic lupus erythematoblashimoto's thyroiditis, multiple sclerosis,

myasthenia gravis, type | diabetes, uveitis, ailleemcephalomyelitis, and glomerulonephritis.

88. A compound of any one of claims 1-80, or a ptemeutically acceptable salt,

tautomer, stereoisomer, or oxepane isomer thei@afise in method of treating cancer.

89. The compound for use of claim, &#herein the cancer is selected from brain and

neurovascular tumors, head and neck cancers, lwaastr, lung cancer, mesothelioma,

lymphoid cancer, stomach cancer, kidney canceal arcinoma, liver cancer, ovarian cancer,
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ovary endometriosis, testicular cancer, gastroiimaiscancer, prostate cancer, glioblastoma, skin
cancer, melanoma, neuro cancers, spleen cancasgptc cancers, blood proliferative
disorders, lymphoma, leukemia, endometrial carem@wyical cancer, vulva cancer, prostate
cancer, penile cancer, bone cancers, muscle casofirissue cancers, intestinal or rectal

cancer, anal cancer, bladder cancer, bile ductetancular cancer, gastrointestinal stromal

tumors, and neuro-endocrine tumors.

82-90. A motbor o dreal b eanenreopneee o adbpe Lol e cplbieed o
therapeutically-effective-amount-ofone-ormerepegndscompoundf any one of claims 1-

#4380 or a pharmaceutically acceptable s@titomer, sterecisomer, or oxepane isctinereof

85-91. Themethedcompound for usd claim849(Q wherein the immune-

mediated disease is selected from resistance hgpiantation of heart, kidney, liver, medulla
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ossium, skin, cornea, lung, pancreas, intestinumegelimb, muscle, nerves, duodenum, small-
bowel, or pancreatic-islet-cell; graft-versus-hdiseases brought about by medulla ossium
transplantation; rheumatoid arthritis, systemiaulsierythematosus, Hashimoto's thyroiditis,

multiple sclerosis, myasthenia gravis, type | diabguveitis, allergic encephalomyelitis, and

glomerulonephritis.

Ads92. A compouafiany

one of claims T#48Q or a pharmaceutically acceptable s@titomer, sterecisomer, or oxepane

isomerthereof for use in method of treating an age related immd

8+-93. Themethedcompound for usd claim8692 wherein the age related

condition is selected from sarcopenia, skin atropmyscle wasting, brain atrophy,

atherosclerosis, arteriosclerosis, pulmonary emgings osteoporosis, osteoarthritis, high blood
pressure, erectile dysfunction, dementia, Huntingtdisease, Alzheimer's disease, cataracts,
age-related macular degeneration, prostate castceke, diminished life expectancy, impaired
kidney function, and age-related hearing loss, ggatated mobility disability (e.g., frailty),
cognitive decline, age-related dementia, memoryainmpent, tendon stiffness, heart dysfunction
such as cardiac hypertrophy and systolic and diastgsfunction, immunosenescencancer,

obesity, and diabetes.

88——A94. Use of @ompound of angneof claims 1748Q or a pharmaceutically
acceptable sathereofforuse-in-treating,preventing, tautarseFreoisomelor reducing-the
. o i it atod | OR.

saltoxepane isoméhereof, in the manufacture of a medicament fating, preventing, or
reducing the risk of a disease or disonehediated-by-mTORselected from the group consisting
of cancer, immune-mediated disease, and age relatetition
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91-95. Use of a compound of any one of claimg48Q or a pharmaceutically

acceptable saltautomer, sterecisomer, or oxepane isatimereof, in the manufacture of a

medicament for treating cancer.

93-96. Use of a compound of any one of claimg480, or a pharmaceutically

acceptable salt, tautomer, stereoisqroea-pharmaceutically-acceptable-saltoxepane isomer

thereof, in the manufacture of a medicament fating an immune-mediated disease.

95--97. Use of a compound of any one of claimg480 or a pharmaceutically

acceptable salt, tautomer, stereocisoroeg-pharmaceutically-acceptable-saltoxepane isomer

thereof, in the manufacture of a medicam®ntablefor treating an age related condition.
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